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Vitiligo. Questions

and Answers,

Part 1 by Prof. Torello Lotti,
MD

Question 1. What is vitiligo?

Key points

oVitiligo is a pigmentay disorder resulting ir
typically asymptomatic white macules th
can appear at any time during human life i
can be psychologically devastating.

olt occurs in all skin types and at all ag
with equal frequencies between men ¢
women.

oVitiligo is considered to be an autoimmu
disease with an underlying gene
predisposition in the majority of cases.

oVitiligo is not caused bypoor medical care.

OPersonal behavior or state of mind may p
an important role in the disease manageme

oVitiligo is never a contagious disease, |
infective agents may apparently play
indirect rolein some cases.

Vitiligo is not related to bad diet, but corre
diet may help.

oVitiligo seems not to be directly related
pollution, but the environment plays a ma
role in vitiligo deelopment.

oVitiligo is not clearly genetically transmittec
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OProgression of the disease can be halte
about 90% of cases, if treatment is sought.

A cure is not yet known for eaddnd every
case, but adequate medical and /or surg
therapies may treat satisfactorily over 75%
the affected subjects.

OBe optimistic! It is not true that there
nothing that can be done for vitiligin fact,
just the opposite is true and research
happening all over the world to find the cu
for vitiligo.

Answer
Vitiligo is an acquired sudden loss of t

inherited skin color. Despite its lon
recaynition, the cause of this disorder is s

unknown. The loss of skin color yields whj =

patches of various sizes, which can
localized anywhere on the body. The dise
affects people of all races, men and wom
and all age groups. It may appear & age;
cases have been reported as early as 6 W
after birth and after 80 years of age.

Vitiligo is not a contagious disease, howe
is is a difficult condition to tolerate, bein

more often a psychologically dastating|
disease, especially in darker skinn !

individuals, in whom it is more easil
noticeable. The actual cause of vitiligo
under debate and has been attributed
autoimmune causes, oxidative stress, and/
neurogenic disturbance. These terms Wl
explained later on.

In other terms, vitiligo is a skin and/
mucosal disorder characterized by wh
patches, often, but not always, symmetrig
which usually increase in size with time
corresponding to a substantial loss
functioning epidermal and sometimes h
follicle melanocytes. It may occur in
unilateral distribution or may be generalizec
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Vitiligo lesions may rarely itch and have
high propensity to sunburn. Vitiligo is

chronic persistent and often progress
disorder; spontaneous repigmentation

uncommon and usually occurs around

hairs in a perifollicular p&rn. Many patients
are poorly educated about their illness.

<l

In one study, 51.3% of patients believed t
their vitiligo was caused by poor medical cg
30% thought pemmal behavior played a majq
role, 25%- wrong diet, 21.3% altered state
of mind, and 20% blamed only pollution |
environmental alterations.

All the belie mentioned above ali

considered by the scientific community to .*

Aper sed unfounded
of them may offer some true indications 1
understanding the disease and for finding
cure.

Vitiligo is a disease that presently cannot
cured, but still can be treated successfully v
many different approaches. Its progression
be halted in almost 90% of cases w
appropriate therapy, most frequently
combining differen treatments. More tha
75% of subjects affected by vitiligo respo
satisfactorily to active treatments (medical
surgical).

Thus, it is not true that there mothing that
can be done for vitiligo. In fact, just th
opposite is true.

Question 2. Is vitiligo a

common disease?

Key points

ONearly 100 million people worldwide at
affected by vitiligo.

QVitiligo is not common in some countrif
and is very common in other countries:
China 0.09% of the population is affecte
while in Gujarat (India) 8.8% have vitiligo.
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oln females, vitiligp starts mainly in the firs
decade of life.

oln males, the peak prevalence occurs in
fifth decade of life.

QAt present, no convincing explanations
be found for this wide variation in prevalen
in different countrs.

>

Answer

The prevalence of vitiligo is believed to |
between 0.5% and 2% of the world populat
on average, but local numbers may v,
greatly. Large studies in China, India, a
Denmark have found the prevalence ke
0.093%, 0.005%, and 0.38%, respective
Gujarat, India is considered to have f{
highest prevalence in the world with 8.8%
the local people affected by vitiligo. Men aj
women are equally affected, but women
more likely to seek treatment.

In most studies, 20% of vitiligo subjec
report to having a firstlegree relative
suffering from vitiligo.

The meanage of onset is earlier in thoy
patients having family history of vitiligo
which ranges from 7.7% to more than 50
Vitiligo is significantly more prevalent i
young women (O 30
young men.

The peak occurrence in females occurs in
first decade of life.

Male peak prevalence is in the fifth decade
life.

Vitiligo is more frequently diagnosed in spgi
and summer (64.4%).

Question 3. What causes
vitiligo?

Key points
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OThe cause of vitiligo is unknown.

OThere are different types of vitiligo.

OThe different types could have differe
origins and causes.

oThe most widespread forms of vitiligo see
to be related to an immune system disof
resulting in the production of antibodif
against melanocytes. Stressful life evel
infections, and the accumulation of to»
conmpounds in the body are und
investigation.

Alimited forms of vitiligo seem to be relate
to an alteration in skin nerves.

Ahe autoimmune hypothesis is the b
doaumented theory: it seems that the immt
system reacts against the cells which prod
melanin pigment.

Ahe neurohumoral, cytotoxic, and oxidati
stress theories have moderate evidence
medical terms will be edained in the
following pages.)

MANew theories focus on melanocytorrhaiyy
i.e. melanocytes being discharged by the ¢
T and on decreased melanocyte survival in
skin.

Answer

It remains unclear what causes damage
melanocytes and their subsequent t(
inactivation and/or disappearance
vitiligo skin. There are several theories; 1
most prominent are autoimmun
neurohumoral (related to abnorn
detachmat of melanocytes from th
epidermal layers) and autocytotoxic. None
mutually exclusive, and it is likely that each
them partially contributes to the diseg
development.

The current opinion is that vitiligo represel
a group of different disorders with a simil
outcome: the appearance of white patcheg
the skin.
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Convergence theory states that est;
accumulation of toxic compounds, infectiol
autoimmunity, genetic predisposition, alter,
cellular environment, and impaire
melanocyte migration can all contribute to t
vitiligo initiation  process.  Autoimmuni
mechanisms are likely to underlie gealized
vitiligo, while a more localized phenomen
(i.e. the altered activities of sensitive nerveg
the skin) may be responsible for segmenta
focal vitiligo. At the site of physical trauma |
the skin, vitiligo may develop; this is called
iKoerbnpechenomenono.

Question 4. | have vitiligo:
will my children have vitiligo

too?

Key points

OBe optimistic! If you have vitiligo, mos
probably your children will not have vitiligo.

OThe genetic component in vitiligo is we
and quite inconsistent.

olf 1 have vitiligo, it is possible that all mj
relatives may have increased probability
developing vitiligo.

oldentical twins have only 23% concordan
of developing vitiligo: this means that the py
genetic component of the disease is noliyre
dominant.

OMost cases of vitiligo are sporadic, thus it
not necessary that children of parents w
vitiligo will also develop vitiligo.

oln less than 20% of vitiligo patiémare close
relatives affected.

Answer

b [ 20%
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Although most cases of vitiligo are sporac
familial clustering is not uncommon, and |
to 20% of patients report to having affect
relatives. In Caucasians, the lifetin
frequency of viti go among pa
is 6.1%, an 18old increase over the studie
population. The frequency of vitiligo amor
first degree relatives in Caucasian, Indg
Pakistani, and Hispanic populations is 7.1
6.1%, and 4.8%, respectively, compared tg
edimated worldwide frequency of 0.14%
2%.

Epidemiological studies indicate that vitilig
is inherited in a multfactorial pattern.
Idenical twins with identical DNA have onl)
a23%
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concordance in developing vitiligo, suggesti
a significant norgenetic component in th
disease.

Familial clustering of generalized vitiligwith
other autoimmune diseases is compell
evidence for an autoimmune predispositior|
common underlying genetic susceptibility
an immunological aberrancy Among vitilig
patients, 20% report thyroid disease (afiol8l
increase over the general pdgtion),
particularly hypothyroidism. Similarly, ther
is an increased frequency in other forms
autoimmune diseases and autoimmi
disorders of the endocrine system (see ||
on).

Question 5. Is it true that
my quality of life will be
affected by vitiligo?

Key ponts

ovitiligo may impai

mainly because it is poorly understood
many communities.

olt is often confused with leprosy or sext
infections, and even seen as a sign of a sin
sort of punishmergent by God.




OWomen are generally more psychologicg
affected by the skin disorder than men.

oOFor doctors, it is important to assess
patientdés qual it y,am,
take action.

OThe dermatologist must always infor
vitiligo patients of the possibility of successi
treat ment s: this ch
immediately.

OObservation of reigmentation over the
white patches always brings optimism to |
vitiligo patient.

)

OPsychotherapy can be of help in seleg
cases, but only after careful consideration.

ORegional Vitiligo Support Groups dnvRF
are committed to eradicate all discriminat
attitudes against vitiligo sufferers all over f
world.

Answer

It is true that vitiligo can be a psychologica
devastdhg disease, especially in dark
skinned individuals and in case of improf
management by the dermatologist.

The assessment of quality of life shol
always be made during the first consultati
becase there may be a difference betwg
patientds and physi
and it should be followed during treatment
assess t he patient |
suggest that vitiligo imparts a mental &
emotional burden comparable to that
chronic hand eczema or psoriasis, and
women tend to suffer more than me
Vitiligo patients also experience sext
difficulties and a variety of psychologic;
problems, such as adjustment disorder, sl
disturbance, depression, anxiety, anedted
Afdyst hymi ao.
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Clinical variables, such as duration, facial
chest involvement, unsuccessful previg
treatment, darker skin type, and the exten|
disease may predict a poorer quality of life.

In fact, vitiligo may be, or may become,
psychologically devastating disorder. The f

that it typicaly occurs in exposed areas (fa Hu 3t

and hands) has a major impact on -s
esteem and perception of the self. In mi
societies, vitiligo is poorly understood and
believed to be a sign of leprosy or sexug
transmitted infection. In these societi
women with vitiligo have difficulty getting
married and finding educational ai
vocational opportunities according to th
skills. Many patients worry about the diseg
worsening, have their social life affected, &
feel embarrassment, depression, and sham

Ciz ci

Correct information on vitiligo (extended |
nonaffected subjects, media system and to
Authorities) will rapidly change thi

@r
outrageously and incredible discriminat b~

attitude against the alteration of the color
the skin. Vitiligo support groups and the VF
are committed to fighting against all irration
feelings and behaviors which negatiy
impact the quality of life of vitiligo patients a
over the world.

Question 6. How can | be
sure that | am really

affected by vitiligo?

oKey points o

oUniformly white patches surrounded |
normal skin, not painful and usually not itch
this is the most usual presentation of vitiligg

oVitiligo is usually discovered during sprin

and summer months in sexposed areas ¢ ©

skin. The resulting white patches do I
pigment after sun exposure and will havg
tendency to sunburn easily.
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oOThe dermatologist should always make a |
body examination for vitiligo.

OA hand device ( Wo
ultraviolet light is usually used to increase |
visibility of white patches: this can be enou
for a correct clinical diagnosis.

QA biopsy of he skin is usually not required.

QAfter the examination, appropriate blog
tests can be taken and then the approp|
treatment be selected according to blood
results.

ORare types of vititjo are possible and, thu
an assessment by an expert dermatologis
advisable.
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Answer

Discrete, uniformly white patches with conv
borders surrounded by normal skin, i
painful and very rarely itching are the usl
symptoms of vitiligo. White hair can b
associated or not with these white patch
Any kind of trauma of the skin may indu
white patches of vitiligo in any part of the sk
surface; this is called Koebner Phenomer
and is quite common.

The diagnosis of vitiligo is usually mag
clinically and with
a hand device emitting ultraviolet rays (at 3
nm) which make the color of white patche
even whiter.
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Vitiligo is usually discovered during th
spring and summer moths in surexposed
areas: normal skin becomes tanned wi

vitiligo  skin remains white, with tetency to

sunburn. When presentation of vitiligo
atypical, a biopsy can be taken from the s
in order to show the complete absence
melanocytes in the white patch. A full bot
examination is necessary to detect all s
areas affected, including mibumucosal ang
genital depigmentation.

Question 7. | have vitiligo:
which blood tests or other
examinations are

necessary?
oKey points

QAfter a full body skin examination, specif
forms of \vitligo may require bloo(
examination or other medical tests.

oVitiligo can be generally divided into thre
classification types: localized, geaézed and
universal (involving more than 80% of t
skin): according to this, different blood tes
or specific examinations are necessary.

>

oThyroid disorders and autoimmune dised
should beinvestigated in generalized ai
universal forms.

oOphthalmologic and auditory investigatio
can be useful in generalized and univel
forms.

olLocalized vitiligo usually does not requil
blood testor further medical examinations.
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olin conclusion, generalized and univer,
vitiligo per se, require the investigation
thyroid disorders and other autoimmu
diseases, as well as ophthalmologic
auditory investigations.

QAnswer

After the diagnosis of vitiligo, a full body ski
examination is necessary in order to evall
the specific form of the disease. Thyrotroj
(thyroid-  stimulating hormone) levelg
antinuckar antibody titer, and a comple
blood count should be considered for

generalized forms of vitiligo, especially whq
prompted by signs or  symptom
Antithyroidperoxidase  antibodies  and/
antithyroglobulin antibody tests may also

worthwhile. Theyare mandatory, if any sigr
of thyroid disease are present.

The evaluation of possible associaj
disorders is mandatory in all generaliz
forms of \vitiligo. In these cases all
autoimmune diseases should be screene(
well as atopic dermatitis, psoriasis, pernicic
anemia and diabetes. Ophthalmologic
auditory investigations can be useful, beca
melanocytes are present both in the eye ar]
the inner ear.
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Question 8. Is it true that
vitiligo can be a part of one of
the most complex
multisystem organ
dysfunctions of the human

body?

oKey points




oVitiligo may be associated with othi

disorders. © BT A
OThe Dermatologist, in cooperation wi o v D ¥ v
Geneticists and Experts in other related fig F i @ Wae
must properly manage each and ey ] . A
associated/isolated condition.

oSubjects with vitiligo may also be affect{ © | w
by a multisystem organ dysfunction. A

ol he Iattc‘ar ar e naj . u LA
syndromeso.

OUsually these cases areabisered at birth o] © * D H? H
during infancy. A

Answer

Disorders and syndromes possibly associq ~ L >

with vitiligo A ~

(in alphabetical order) !

More common associations i '

Addison disease Addison

Alopecia areata

Atopic dermatitis

Autoimmune thyroid disease &)

Chronic urticaria

Diabetes mellitus

Halo nevi

Hyperacusis Zi

Hypothyroidism w

Ichthyosis

Ocular abnormalities
Pernicious anemia

Psoriasis

Rheumatoid arthritis

Less common associations
Paraneoplastic acral keratosis
Bazex Alezzandrini syndrome

Bazex Alezzandrini




APECED* syndrome (*Autoimmung
PoliEndocrinopaty Candidiasis Ectodern
Dysplasia)

Asthma

Ataxia

Telangiectasia

Deafness

DOPA-responsive dystonia
Dysgammaglobulinemia

Abnormal agammaglobulinemia
Hemolytic Anemia (autoimmune)
Hepatitis C

HIV

Inflammatory bowel disease
Kabuki syndrome

Kaposi sarcoma

Lymphoma

Melanoma

MELAS syndrome

Morphea

Multiple sclerosis

Myasthenia gravis
Nonmelanoma skin cancer

Nail distrophy

Pemphigus vulgaris
Sarcoidosis

Schmidt syndrome

Systemic lupus erythematosus
Turner syndrome

Twenty-nail dystrophy
Vogt-Koyanagi Harada syndrome

APECED* , = *

S
N

3
HIV

Kabuki

Kaposi

MELAS

Schmidt

Turner
HM I b

Vogt-Koyanagi Harada .,

f— '8'1

Question 9. Is there a full
list of white patches on the
skin that are not associated
with vitiligo?

oKey points

9.




oNot all white patches on the skin are a s © b A
of vitiligo. White patches not diagnosed | b Y
vitiligo are named leukodermas. leucoderma A
OA list of the secalled leukodermas i .
. . 0O G v
available for Dermatologists who face t W@ . A
problem differentially diagnosing vitiligo.
QAn expert Dermatologist should be able| © ) F
recoqnize all cases of leukodermas. A
o Different kinds of leukoderma requit A
. ob A
different treatments.
CAnswer (o}
Not all white spots appearing on the skin | b Ab
vitiligo. White patches that are not diagnos A
as vitiligoare named leukodermas. “ "
Here is a list of leukodermas for dermatolo( ., «
use: vy !
o Differential diagnosis in vitiligo: the
(o} #
Leukodermas
Chemically-induced leukoderma (often - -
occupational) '
Arsenic a i
Phenols and other derivatives, cathecols H
Infections
Leishmaniasis (post kakzar) Z . - -
Leprosy
Onchocerciasis K
Secondary siphylis H
Tinea versicolor
Treponematoses (pinta and syphilis) R |
Genetic syndromes b
ChediaeHigashi syndrome Chediac Higashi
Hypomelanosis of Ito o -

Oculocutaneous albinism
Piebaldism

Tuberous sclerosis
Vogt-KoyanagiHarada syndrome

Waardenburg sydrome

Vogt- Koyanagi Harada .,

Waardenburg .




Postinflammatory hypopigmentation
Atopic dermatitis/allergic contact dermatitis
Nummular dermatitis

Phototherapyand radiotherapinduced
hypopigmentation

Pityriasis alba

Postaumatic hypopigmentation (scar)
Psoriasis

Sarcoidosis

Systemic lupus erythematosus

Topical or systemic drugnduced
depigmentation

Neoplastic

Amelanotic melanoma

Halo nevus

Melanomaassocited leukoderma
Mycosis fungoides

Idiopathic

Idiopathic guttate hypomelanosis
Lichen sclerosus et atrophicus
Lichen striatuslike leukoderma
Morphea

Melasma (caused by contrast between ligl
anddarker skin)

Progressive (or acquired) macul
hypomelanosis

Malformations

Nevus anemicus

Nevus depigmentosus/hypopigmentosus
Nutritional

Kwashiorkor

Selenium deiciency

Ccr: Ci

Question 10. Whitish and
depigmented patches on
skin: how can | know what

they are?

OKey points

10.




ONot all whitish patches on the skin g
vitiligo.

oDepigmented patches on the skin, ottiemn
vitiligo, are named leukodermas; they can
foccupational 0.

O Occupational and drugelated forms of
depigmentation can be manifested as vitilig

oCommon disorders with similar manifestati
include Nevus Depigmentosus, Piebaldism, ¢

QAnswer

No, not all white patches are vitiligo, b
white patches resembling vitiligo are n
unusual on human skin. They are cal
leukodermas. Chemical leukoderma can
induced by dyes, perfumes, detergel
cleansers, insecticides, rubber condo
rubber slippers, black socks and shc
eyeliners, lipliners, lipsticks, toothpast
antiseptics with phenolic derivatives, a
mercuric iodidec ont ai ni ng
soap.

Occupational vitiligo may occur in thos
individuals who work with depigmentin
substances, such as hydroquino
paratertiary butylcatechol, pargertiary butyl
phenol, pardertiary amyl phenol, an
hydroquinone monomethyl ether.
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Depigmentation has also been reported
shoemakers and after contact with arse
containing compounds. Nevus depigmento
is a segmental hypopigmentation detectabl
the first year of life and stable in size
proportion t o t he

Wooddés | amp, the <ca
and normal skin is less marked than
vitilig 0. Piebaldism is an autosomal domin;
disease presenting at birth, with antet

midline depigmentation and a white forelo| §

(poliosis). Many other types of leukoderr]
have been described. The diagnosis

treatment of leukodermas requiress an ex
appoach. The only way to know if

depigmented patch on the skin is vitiligo
not is to consult a Dermatologist with sped
interest in Pigmentary Disorders of the skin

Question1l. How can | treat

vitiligo?

oKey points

oOMany different methods may be used to tr,
vitiligo.

O Treatment should always start wi
efficacious and safe approaches and at
same time with less aggressive ¢
cost/effective methods.

QA targeted UVB therapy (308 or 311 ni
alone or associated with topicateroids or|
with topical calcineurine inhibitors represer
the most efficacious and safe approach if |
than 15% of the skin is affected.
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0Second, third and fourthline therapies
must ke discussed by the dermatologist &
vitiligo-affected subject in an open a
constructive way, keeping in mind that the
aggressive and the most cost/effect
modalities are always the first choice.

oDondét feel frustrat
goal with the firsfline treatment: discuss othi
options with your dermatologist and go |
according to your new treatments.

OBe always opmistic: you have very man|
chances to find the right treatment for yq
vitiligo!

A Answer

Choosing a treatment for vitiligo can |
difficult, sometimes overwhelming. |
general, firsline therapy should be saf
effedive, minimally invasive, and co4
efficient. More complex, invasive, and tim
consuming options should be reserved
subjects with recalcitrant disease. Ed
therapeutic modality should be tried for
sufficient period of time because the initiatij
of pigmentation varies and is in general rat
slow. An effective therapy should K
continued as long as there is an improverm
or the lesions repigment completely.

We are in need of consistent data
maintenance regimens or the letegm
persistence of pigmentation with any of t
recomnended therapies.

How to treat vitiligo:

Firstline. There are many topical and sol
oral agents that are inexpensive, easy to
and effective at halting disease progress
and inducing repigmeation. Corticosteroidy
(CSs) are consistently reported as the n
effective  single topical agent, wit
Calcineurine Inhibitors (Cls) being always
close second. Due to the possibility of lof
side effects of CSs, scheduled drug holid
are recommended
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In our experience focused miephototherapy
(using a ,308 or 311 nm emission device)
the recommended treatment either when U
alone and in combinationith topical therapy,
Topical Cls are effective as monotherapy
patients who do not tolerate topical CSs.

They are also effective for recdtant lesions
on the extremities when applied nightly ung
occlusion. Current data does not supy
monotherapy with topical vitamin D3 analog
but Vitamin D3 can augment the effect
topical steroids even in previously sterg
nonresponsive patients. Topical
L-phenylalanine, topical antioxidants a

mitochondrial stimulating cream, associal

with natural sunlight with oral khellin have &
been suggested as efficacious alterna
first-line therapies.

When administered in patients with an act
disease, a short course of oral or intraven
steroids can arrest vitiligo progression ai
induce repigmentation in the majority |
patients. However, the optimal dose
maximize benefits and reduce the incidenc
side effects has yet to be determined.

Secondine. A second- line treatment is
consi der e dl iwheedon ofinfei
the cost, time commitment required

patients and staff, and higher incidence of ¢
effects, phototherapy is recommended a
secondine therapy for p@ents who fail
conservative first line treatment(s). Focuse
micro- phototherapy (308 or 311 nm) shou
be electively offered when cutaneo
involvement is less than 15%. Narrow Ba
Ultra Violet type B (NBUVB) phototherap]
produces the greatest clinicaimprovement
compared to other forms of light theraf
combinations with topical therapy work beti
than either alone.

micro- phototherapy”
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Topical C Is with NBUVB phototherapy hay
the best clinical outcomes compared theo
topical adjuvant therapies. It is uncertg
whether adding a vitamin D3 analog

NBUVB phototherapy enhances the effec
While inferior to NBUVB in terms of clinica
response, both UVA and broadband U\
phototherapies with various adjuvant theray
are beneficial as alternative secdim

treatments.

Third-line. Targeted phototherapy with tf
308 nm Monochromatic Excimer Las

(MEL) is an effective as monotherag-*

superic to NBUVB phototherapy whel
compared side by side. However, it should
reserved for those patients, who fail NBU\
phototherapy, except in very limited disea
or in patients, who can afford the time 4
cost of the therapy. MEL works best
combinaton with topical CSs or Cls.

Fourthline. Surgery should be offered whi
lesions persist despite appropriate therd
There are many different surgical techraql
available. While the specific technique w
depend on individual patient characterist
and the custom practice of the expert surgg
it can provide excellent cosmetic results
limited lesions recalcitrant to other modalitie

Special populations. Although patients w
Segmental vitiligo (SV) have been studi
alongside those with NeSegmental Vitiligo
(NSV), it is unclear how applicablstudy
results refer to this population. SV tends to
more stable and recalcitrant to treatment.
He-Ne laser seems to be more effective in |
population. Generalized/universal vitiligo m;
also require tailored treatment.
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The extent of the disease can be so great tf
may be nearly impossible to provic
cosmetically pleasing repigmentation. F
these patients, depigmentingeats should b
offered and discussed extensively for th
nonreversible effects.

Considerations. At all stages of therapy, k¢
in mind that vitiligo can be a lifelong diseal
that may eensi vely dan
psychosocial sense of wellbein
Acknowledging this hidden impact of th
disease on quality of life and offering supp
for dealing with it will improve the physician
patient relationship greatly and promote
positive outcome. Quaouflage can alway,
provide temporary cosmetic relief, al
psychotherapy should be offered to hi
patients deal with the psychological dise;
burden.

An approach to treating a patient with vitilig
(treatment algorithm): we have dividg
treatment options into first second, third-,
and fourthline options. The treatment ord|
was determined by the level of evidence
literature for each treatment. Treatme
options for special cases are also included.

Focused MicrePhototherapy (PMP)

308 or 311 nmi has been included fq
efficacy and saf etiyn
offer.

Question12. Is it possible to
stop the progression of

vitiligo?
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Key points

O Localized vitiligo usually stops it
progression in ‘2 years after its firs
manifestation.

oGeneralized vitiligo is progressive in 73%
the cases.

O Administration of oral or intravenouy
corticosteroids may lead to the cessation
disease progression in 85% of cases.

QVitiligo progression could be stopped in
out of 5 cases by the use of potent syste
corticosteroids, but due to possible relev
side effects the decision must be taken |
expert dermatologists after careful evaluatic

QAnswer

Vitiligo is progressive in 73% of cases a
regressive in 1.3%. We usually explain to 1
patiens that progression depends on how
disease spreads: localized or generali
forms have different behavior. In 89%
localized vitiligo cases, disease activity cea
after 12 years of rapid spreading over t
affected skin area, while generalizediligio
shows less progression only when it starts
the face (52% of the cases).

In 89% of cases we can arrest patch exten
in widespread vitiligo with oral minipuls
corticosteroid therapy (5 mg betamethas
on 2 consecutive days per week) . Use
corticosteroid methylprednisolone 8 mg/t
intravenously for 3 consecutive days

patients with generalized vitiligo led 1.

temporary cessation to the disease progres
in 85% of cases and repigmentation in 7481
cases. Other steroids used intravenol
showed a similar degree of limiting tk
disease progression.

@) 0 1{2 A
A
o73% 0 D A
085% Po 3
T A A
o4/5 G
A TP G "«b "
F3 M on
T P A
o)
o T” 73% Y 1.3%
A i O_oc
i ‘ 0 b
A 89% D~
1-2 A 7 52% 0
D~ ¥ T -
A
89% o | 0 3
- H 5 ®Or ~
A iz
8mg/K{ 0 -
Y a 85% A 71%
D Al 1
v 3 L A




Thus, it is true that vitiligo progression coy
be stopped in 4 out of 5 cases by the us
potent systemic corticostdds. However,

systemic corticosteroids might have possi ~

relevant side effects, hence, the decision
their use in limiting vitiligo progression mu
be taken by expert dermatologists and a
careful evaluation of the individual clinici
situation.

Question13. Depigmentation:

when and how?

oKey points

olf, after consistent treatment(s) for vitilig
satisfactory repigmentath is not achieved
one can consider depigmentation to avoid
skin color contrast.

O Chemicals, such as hydroquinone ¢
monobenzone, have been used as tof
agents, with increasing doubts as for th
safety pofile.

OMany types of lasers (including-§witched,
alexandrite and Ruby Laser) have been U
successfully alone or in combination wi
topical chemical depigmentary agents.

Cryotherapy has been used with promis
results, but pigment recurrence is alwg
possible.

QAnswer

Depigmentation is an option for vitilig
management that can be used when
repigmentation treatments havailed. The
scope of cutaneous depigmentation is to re
a uniform (white or very fair) skin color.
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Depigmentation is a process that destroys
remaining cutaneous melanocytes in the s
patients should be awatteat they will stay for|
the rest of their life with the skin that is n
Aitheir own skino.

It may happen that one cannot cope w
extreme photosensitivity.

The ideal candidates for depigmeida are
adult patients with few residual dark spg
scattered over the face or on other visi
areas of the body.

Children should not be considered eligible
depigmentation treatments.

Question 14. What are the
individual factors associated

with propensity to vitiligo?

oKey points

OHeridity: 20% of people with vitiligo repor
about a first degree relative as the ¢
suffering from vitiligo.

Human
haplotype
susceptibility.

Leukocyte Antigen
may contribute

(HLA
to vitilig

OA number of pathological conditions hay
been associated with vitiligo: their preser
might be considered a propensity to dise
developnent.

OThe disease onset is frequently associi
with stressful life events.

OPhysical trauma of the skin may indu
vitiligo (Koebner phenomenon).
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Answer

It is well-known that hezdity is an issue ir

vitiligo propensity. In fact, around 20% ( A D W @ A
people with vitiligo report about a first degri 2004 W T
relative as the one suffering from the sa A

disorder. Children of a vitiligo affected subje N -
have a 1.fold increased risk of developin ! TA 8 - vvw 167 OA,

vitiligo compared with other family member
HLA haplotypes may contribute t - HLAsAZ -DR4 -DR7ang
generalized vitiligo susceptibility, i.e. HLA -DQB1 0308
-A2, -DR4,- DR7 and-DQB1 0303.

NALP-1 gene (NACHT leucine richrepeat

protein 1) is a major susceptibility gene thal NALP1  ~ NACHT 1~
epidemiologically linked to enperalized 2t b 0 [
vitiligo and other autoimmune diseases (| t &) " a

thyroid disease, pernicious anemia, and lu ~ 7 R A
erythematosus).

Patients already affected by the followil ~ = a s
diseases are are prone to develop vitiligq¢ . " " _,
(and vice versa): H

Y
c

Alopecia areata Pernicious anemia | 3 3 0A
selective defect 9
Thyroid autoimmune disease &)

Addi sonés di sease Addison A

Congenital melanocytic neviMELA
syndrome(mitochondrial encephalomyopath & neviMELAS |~

lactic  acidosis, and stroke episoq , ay T atT obp , ~
syndrome).

Stressful life events, probably interfering wi Hp ~ -0 Ne
the psycheneureendocrineimmune system x , H -

and physical traumas of skin, includisglar
burns, may easily promote vitiligo onset
predisposed subjects.

Question15. Surgical therapy 15

for vitiligo: when and how?

oKey points (o}




oSurgical therapy is usilly introduced wher|
medical or physical treatments of vitiligo fail

oIt consists of introducing melanocytes frc
pigmented skin area onto the white patche!
the same subject.

OMany different treahents are availabl|
including simple skin punch grafting, sp
thickness grafting, blistering, roof grafting a
the most sophisticated melanocyte
keratinocytemelanocyte suspensions.

OGraft failure, scarring, infection, irreguls
pigmentation, cobble stoning and the vitili¢
kobnerization phenomenon are alwg
possible and limit the use of surgery
vitiligo.

CAnswer

The surgtal option in the treatment of vitiligy
is always possible, at least on selected/limi
depigmented areas.

Two main conditions are required:

0 the white vitiligo lesion to be treate
should be stable (i.e.avoid surgical

procedures in lesions which are progress$ir..,
no progression of lesions or appearancg™’

additional depigmentation must be evident
at least 2 years).

0 the white area should be recataiit to the
main and most effective medical al
physiotherapeutic UMased treatments (lighi
or lasers).

A number of surgical procedures are possil
Among these are the following:

d punch graftingand minigrafting
0 epidermal grafting
0 dermoepidermal grafting

& suction blisters grafting

0 autologous melanocyte suspens| ¢

transplant
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0 treatments with tissueengineered skin

0 culturedepidermis with melanocytes

These are considered to be the most pof
procedures.

Neomelanogenesis usually begins shol
after melanocyte graftings or transplantat
and continues for a few months at a slow ra

UV exposure (with lamps or natural sunligl
induces faster and deeper repigmentation ¢
surgery. Surgical techniques off
repigmentation that is not often compara
with normally pigmented skin. They a
always invasivegrocedures. Final results val
considerably from patient to patient.

The psychological aspect of the subject w
requires surgical/invasive procedure must
always evaluated and pati¢ 6 s e X |
must be clearly discussed.

Thus, the decision to start a surgical procec
for vitiligo must be always a webalanced
and informed decision.

Question16. Tattoo for vitiligo

patches: when and how?

oKey points

O Cosmetic tattoo represents the stang
treatment for achieving permanent camoufl;
in vitiligo areas.

olt is especially helpful for mucosal vitiligo.

QAdverse effects must be considered.

)
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QAnswer

Tattoo have been and are worn by the gen
population for ritual or symbolic reasons.
consists of introducing micropigments in
dermis, i.e. inerting iron oxides which a
unable to migrate. The micropigme
implanted into skin cannot be washed off, |
its colors fade naturally in 286 months.

Cosmetic resul ts d
technci ands skill i n n
tattoo with the color of the surroundir
normal skin.

Dark skinned people usually have bet
results than faiskinned individuals.

Some adverse effects thave been reporte
include recurrences of herpes simp
infection, chronic granulomatous reactions
implanted pigments, allergic reactior]
koebnerization, imperfect color matching a
also, in our experience, cutanec
pseudolymphomas.

Question 17. Should | take
topical or oral antioxidants

for vitiligo?

oKey points

OThere is some growing evidence support
oral antioxidants supplementation, spieeifly
associated with UVB irradiation of the skin.

OThere are no defined dosing parameters
side effects profiles studies on antioxida
oral supplementation in vitiligo subjects.

24-36a@
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OPolypodium Leucotomos (a fern of th
American subtropics) , Ginkgo Bilob;
cucumis melo, alpha lipoic acid, vitamins
and E, polyunsaturated fatty acig
phenylalanine and other natural substan
have been orally consumed with the purp|
of elevating systmic catalase activity in thi
blood and, thus, decreasing the levels
reactive oxygen species. Recently, curcul
alone, or in combination with capsaicin a
resveratrol, has been shown to affect vitili
actively.

QAnswer

There is a clear inclination of the experts
the field of vitiligo research towarg
considering the appearanand progression (
white patches as being related to a glc
imbalance in the activity of the scaveng
mechanism (s), which decreases the level
reactive oxygen species (ROS), both in bl
and in skin of the vitiligo patients.

Thus, both local and systemic use
substances that are able to decrease the ||
of reactive oxygen species have bg
repeatedly proposed.

Most of these subshces are mentioned in tf
Key points section of this paragraph.

In general, while some studies shq

remarkably good results in repigmentati ,

after t he us e of [
antioxidant so, ot hel

The Dermatological Scientific Communi
seems to encourage both oral and local us
the Anatural anti oxi

Nevertheless, defined dosing paramet

doubleblind consistent studies on effica( .

and safety profiles of these natural substar,
have yet to be clarified.
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A book on ANatur al
Medi cine and i reditdddy b . b
the pesent Authors will be available soonff T

the VRF audience.

Question 18. What does 18
treating  vitiligo  with '

catalase mean?

oKey points o

OEstablished medical treatments for systel o
vitiligo are usually chosen for inducing log L /
and/or systemic reduction of the immu | .
system (=immune depression).

QAN alternative therapeutic option is based B
the concept that instead of inducing loj ©3 W
and/or systenai immunodepression in vitiligy rp
subjects, one can introduce substances rig Tt G
catalase activity in order to prote - b
melanocytes against the excessive oxidal L A
stress.

QAnswer 0

<l

Catalase is a substance walown for its
antioxidant properties.

>

It belongs to the group of oral and loc
antioxidants, which have been listed ¢

discussed in the previous chapters. ||_ e
subject is exhaustively discussed live tbook R
ANatur al Antioxi dan VT
and in Der mat ol -bapkfor VRF A
the VRF audience.

This substance is usually of natural origin ¢
its use is comipied with ultra violet irradiatior
of the skin.
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The Dead Sea climatotherapy associated \
topical pseudocatalase seems to be as effe
as the use of potent local corticosteroids
inducing repigmentation.

Thus, this issue should be discussed by
patients with their dermatologist befo
staring any active treatment with chemi
drugs, which induce immune depressi
keeping in mind that unfortunately defing
dosing paramets and possible side effeq

have not been fully elucidated yet for thg i

substances with catalase activity.

Question 19. What are the
main side effects of vitiligo
treatments?

OKey points

OTopical and systemic treatments of vitilig
may have different side effects in differe
subjects.

OTopical potent corticosteroids are conside
to be firstline therapy. Erythema, actfierm
lesions, atrophy of the epidermi
teleangectasia, striae distensae and incre
hair growth are commonly reported.

OTopical calcineurine inhibitors (Tacrolimu
Pimecrolimus) commonly intce erythema
burning, and irritation. In spite of son
circulating information, to date there is |
convincing evidence suggesting that there
any increase in skin cancer after their use
vitiligo subjects.

oVitamin D3 analogs may only produce mi
irritation on the treated skin.

OTopical psoralens are highly phototoxic ev
in very low concentrations after UV exposu
blistering and skimecrosis may be seen.

19.
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QAnswer

Treatment of vitiligo is a complex issue whi
always requires a clear and exhausi
explanation of side effects of both syster
and local treatments.

Each vitiligo patient should ask t
dermatologist about the Ilength of t
treatment(s) as well as possible side effects

The discussion of any systemic treatments
vitiligo requires always a dcussion in privatg
between the vitiligo patient and her/l
dermatologist in a most empathic a
cooperative setting based on clear quest|
and clear answers.

Hopefully, this minibook will help the
patient(s) in rising clear answers to t
dermatologist to achieve better understanc
and treating vitiligo.

Question 20. Camouflage:

when and how?

oKey points

OCoverups shaold be considered in globi
approach to vitiligo, mainly in those cas
when vitiligo subjects cannot overcome
emotional stress deriving from their sk
change.

o Corrective cosmetic products used
camouflage can include cover creams, ins|
self tanning topicals, stains and dyes.

0 Camouflage can be just
(makeup), semi permanent
topicals) or permanent (tattoo).

temporg
(seHnning

oCamouflage and active treatments for vitili
may be combined.
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Answer

Most therapies for vitiligo may requir
treatment periods lasting for months or ye
before repigmentation eventually occurs.

Thus, palliative treatments could be used
the meantime, with considerable improvem|
in quality of life of vitiligo-affected subject .

Sunscreens are usually added to most of tf
cosmetic products in ordér avoid sunburn.

The vitiligo patients should know how mai
different topicals are available for them on {
market, and should become familiar wi
different methods of application and cleanin

Cover creams, stick correctors, tinted co|
creams and fixing spray applications on |
vitiligo-affected areas require  exps
recommendations in order to get optin
results.

Permanent camouflage ibtained with
cosmetic tattoo, usually done by implanti
iron oxides pigments into the dermis.

Colors of the tattoos naturally fade over yes
thus, they require periodic maintenan
usually every 30 months.

The quality of life of vitiligo subjects i
usually improved significantly by use (
coverups, which can temporarily canc
vitiligo areas and give vitiliginous skin
natural color.

Unfortunately, reliable clinics devoted
knowledgeable application of camouflage
vitiligo are not always available.
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Question21. Psychotherapy:

when and how?

oKey points

oVitiligo is a distressing disease because of
perceived stigma, cosmetic disfiguration ¢
tendency to chronic relapse.

In certain cases treatment of psychologi
rebound may both improve the sebteem
and clinical outcomethis must be started i
t he Al i aison consul
subject will be simultaneously in contact wi
the dermatologist and the psychotherapist.

O Cognitive behavior thapy may be
appropriate in certain cases.

QAnswer

Vitiligo is often considered to be emotional

triggered, both by the affected subjects ¢~

doctors.

An incubation period of -3 weeks betwee|
the stress everand the clinical manifestatio|
of vitiligo patches is reported by over 70%
patients.

Even the localization of white patches |
been anecdotally but significantly reported
related to specific affective relationph.

Thus, according to some reports, men Vv,
had been betrayed developed vitiligo on
genital areas and women who did not acq
their pregnancy, developed vitiligo on the
abdomens.

c
>

70%
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The case of a woman who developed vitili
on hands in a few hours after cleaning
sheets where her S C
miscarriage, is also illuminating.

These are obviouslyanecdotal reports i
medical literature, which are of very limite
Aper sed0 value, bu
possible general psyclsmmatic paths, whicl
could direct researchers toward the causes
to the cure of vitiligo, in as yet un explort
psyclo - neuro- immuno endocrine territorieg

Nobody can ignore the burden of t
somatepsychic rebound effect of vitiligo intj
the psyche of the affected subject.

Vitiligo subjects may adopt (more or le
consciously) different behaviors to cope w
vitiligo.

So me wi || adopt t
psychological mechanism consisting
reading, studying and researching actively
causes of thdisease.

Ot her s wi || behave
showing good selésteem and not trying t
hide their skin lesions.

Others instead will make heroic attempts
hide their white spots,will be always
embarrassed and often depressed. TI
subjects could limit their social contacts g
could lose their jobs because of vitiligo.

While examining any vitiligo subject an
discussing therapgic options, the skilleg
dermatologist will try to understand both t
possible psychsomatic mechanism inducin
the appearance of vitiligo patches (if any) ¢
the somatgsychic rebound effect of th
disease on selfisteem and thequality of life (
ead individual subject.
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Thus, should the dermatology always or of|
refer each and every vitiligo patient to t
psychologist or the psychiatrist?

Hardto say no, but it is harder to say yes.

If the vitiligo patient has chosen it
der mat ol ogi st for

assistance regarding understanding of his| 1

surface and depths, the dermatologist cali
give up.

The dermatologist must always respond to
request of the patient by giving the compl
care requested, including supplying proj
counseling.

AForcingo t he pati|kH 2
(nontskin) specialist is, in fact, dangerous. | ¥

Immediate insensitive referral of skin patiel
to a psychiatrist can even lead to ideas
suicide in over sensitive subjects, as |..
already been reported in literature.

Thus, when a psychiatervention is beg
considered finecesseé
should use the Alia
of getting the patient into close collaborati

Y
with the psychiatrispsychologist. It is direc| @

connection of two to one: the vitiligo subjeq
the dermatologist and the psychiatrist.

~

Only later, can the two experts have the |

right to treat the same patteseparately, with

expected excellent results.

In this context, it seems that cogniti
behavior therapy could give fair results
contrast to different  psychiatric ¢
psychological approaches.
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Future trends. New concepts

in vitiligo treatment

Key points (o}

ols vitiligo a single disease and will the cy ©
be identified as such?

0 Or, conversely, does vitiligo include
spectrum b different disorders with differen
causes, all manifested by white patches
skin but requiring different treatments?

OWill genetic studies lead us to discoveril © P
the cure for vitiligo?

O Will vitiligo patients have access a
financial support to cope with the inhere
costs of effective treatment modalities?

oWhat will be the role of Cloud Medics

Research Management (MRM)? o M

oOWhat 6s new on t he
therapy and cure?

QAnswer o

This is the only section of this booklet
which all key point sentences are followed | .
a question mark.

The statement figp hsl
remains unknowno sh\r
by the sentence #Abe._
vitiligo patient a different process may | =«
involved in the production of white patches
the skino.

In other word, the same white spots on t
skin of different subjects, diagnosed by f{
der mat ol ogi st as i
probably related to several differel.
mechanisms affecting melanin productig
release and removal
difference!




As such, there may not be one form
Avitiligoo, but mo
affecting different subjects, and all manifesi
similarly or identically as white patches (
skin and/or on mucosal areas.

Thi s concept excl u(
those white patches of the skin of knoy
origin.

It is implicit that different forms of vitiligo

will  require different treatments and
eventually, different cures.

It i s al so i mpl i ci
treat mentsodo are the

treating any individual case.

It is hard to say if genetic studi@sll lead to
the direct discovery of a vitiligo cure. Mo
probably, this will not happen soon. Identig
twins with identical DNA have only 239
concordance  of  developing vitiligc
suggesting a significant environmental &
non-genetic component of thesdiase.

Genetics will probably help us in identifyin
different subpopulations of the subjec]

affected by Awhi t e
mucosal areas?o an
dermatol ogi st as Y

different investigations, different treatmer
and probably completely different cures. Ti
could be the best current goal of geng

testing in vitiligo subjects, with excellel~

perspective. In addition, geneti might be
helpful in predicting treatment success, th
allowing to choose the best therapy for
particular individual.

The cost and accessibility of therapy must
considered when choosing a treatment plar]
vitiligo. Presently, a vast majority of th
vitiligo subjects have heavy financi
limitations for proper treatment according
already existing treatment protocols.

\I 23%
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This problem will probably become mo
acute in the nearest future, due to
progressive recession in the economy of m
countries and relative increase of the cos;
the effective treatmentsff vitiligo.

Thus, on the horizon of vitiligo therapy ai
possibly of vitiligo cure we see a compl
interaction of different overlapping factor
including identification of the specific form ¢
vitiligo  (classifcation and  genetics]
evaluation of the inherent biological pathwg
that have produced white skin patches in |
individual case (pathophysiology) and, final
selection of the proper treatment (4
hopefully, cure).

This last issue is already showing (g
probably will more in the future) how cost al
accessibility of therapy must be conside|
when dealing with a lifelong disease whi
idemocr at itsalhpogulgtions m the
world.

Most of the affected subjects will hay
financial limitations to accessing prop
treatment/ cure of ¢

On the horizon of vitiligadherapy and cure w
see a complicated puzzle with some esse|
building blocks already well positioned ai
installed in the correct places.

As to the rest, the Scientific Communil
Vitiligo Patients Associations and he
Foundations devoted to vitiligo are reques
to coordinate and harmonize their strateg
and efforts towards winning the battle agai
vitiligo, by completing the puzzle.

The Vitiligo Research  Foundation
(www.vrfoundation.org; www.vitinomics.net
is committed to keep you always inform
about ongoing research and treatme
available for vitiligo.
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Vitiligo.  Questions and

Answers.
Part 2 by Prof. Antonio
Salafia, MD

Introduction

Vitiligo is an acquired skin pigmentatig
disorder, which causes both physical def
and psychological distress in patients, m
often in darkskinned individuals. It has ba
known for several thousands of years. Af
from aesthetic changes, vitiligo is n
life-threatening or contagious. However, it ¢
change a patientos

Vitiligo is a multifactor disease, i.e. mai
factors are involved in causing this diseg
Some authors think that it is hereditary, |
there is no definite proof for it. | agree that
some patients, there might be a conger
predispositionto the disease, but it will b
discussed in detail later. Occasionally, th|
may be other diseases associated with vitili
however, it is rather an exception than |
rule. At the same time, similar to many oth
diseases, there can be accompanying.ones

Chapter 1.

Introduction. Skin color

The normal skin color appears to be the d
one; the light color is a mutan. There are
more genetic differences in the African re
than in the White race, and there is a lar
range of hues in dd

al so speaks in favo
hair, brown eyes and dark skin must

consideredthe r i mor di al st |

Part2 Antonio Salafia
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Final skin color is determined by interacti
of four pigments:

a) Yellow: produced by carateids (called ag
they are found in large quantities in carrots)

b) Brown: due to melanin.

c) Red: this is the color of oxygenaty
hemoglobin in capillaries.

d) Blue: the color of hemogbin i with less
oxygend in venules.

Among these, melanin is the major compon| =

of skin color, which depends on the numk
type, and distribution of melanosomes ¢
even their size.

Other elements contributing to skin col
include: thickness of the skin, of its top lay
in particular, the velocity of blood flow
oxygenation level of the circulatin
hemoglobin and exposure to UV light. Final
the color of skin depends not onbn the
production of melanin, but its transport, td
Any cell capable of producing melanin can
called a melanocyte, but in current use,
name melanocyte is used for those cells |
originate from the neural crest (the area in
fetus from which e spinal cord develops
and possess tyrosinase enzyme.

We already know that hair acts as a depot
melanogtes and, clinically, we notice thi
hairy parts of the body undergo regimentat
earlier and faster. Melanocytes are not equ
distributed in all anatomical areas of the sg
individual. There are between 1,000 and 3,|
melanocytes per one square mfrskin area,
with higher density in forehead, cheeks, né
skin, face, lips, penis and scrotum. Thus, i
evident that areas that contain m(
melanocytes have better chances for ea
regimentation than those with low
melanocyte concentration.
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Blood supply is also related to the rate
repigmentatiori as it has been already not
by Prota. Bbod supply in fingers and toes
about 25% less than in other parts of the b
Our face has the highest blood supply an
is not surprising that almost in all patients it

their face that regiments the earliest 4

fastest.

Exposure to sunlight (or artificial UV light
increases skin color, and for this reason
case of vitiligo exposure to sunligid in
moderationd is not optional, but an integr:
part of treatmelh Too much sunlight
however, can damage our skin, which will
discussed later.

Chapter 2. The first question
coming to mind: who gets

vitiligo?

The answer is not simple or straightforwal
At present, there is no sufficient evidence
say that the disease is more common in cel
races, communities or geographical areas.
thing is certain: vegetarian and reegetarian
diet does not make mhcof a difference|
except that vegetarian diet may be poor,
certain important vitamins. However, as
consider vitiligo to be primarily a metabol
disorder, the possibility that diet, fastin
intestinal parasitosis, and presence of

other metaboti disorderd like diabetes
mellitus & can complicate and aggravate 1
problem. Let us examine variol
epidemiological parameters one by one.

To my knowledge, no systemat
epidemiological studies have been done
vitiligo; most of the statistics are done |
dermatologists and the percentages reflect
of vitiligo patients out of all dermalogical
cases.
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Therefore, we cannot be absolutely cert
about the Prevalence (the total number
patients at any given moment) and Incidel
(the number of new cases per year) ofligii
in a given population.

Conclusions of the Epidemiologists are off
biased by limited experience and/or relativ
small number of patients examined.

The prevalence is variously quotedl 0.3%6-
2.00% worldwide; 1% in the USA. It is said
be 1% in Europe, 4% in India, and 0.38%
Denmark.

Nobody knows how much these statistics
worth; there is exaggeration in both directio
by these who underestimate the problem ¢
by the ones who overrate it.

My statistics are also a percentage of all s
cases registered at Vimala Dermatologi
Centre (VDC), other charitable hospitals ¢
my own consultig room. Due to the fact thi
my treatment is totally different from the ol
usually prescribed by other dermatologists
happens that at VDC there is a different 4
effective treatment, which is true.

As a consequence, | see a large numbe
vitiligo patients. Many records are lost due
various reasons, however, at present, on
computer | have complete records of mj
than nineteen thousand patients. About 209
my patients are from various parts of Ind
and a few hundred are from abroad. Hav
evaluated the records of the previous 15 ye
| can say that the prevalence is about 8%
the annual incidence is 11.7%. To reflect
national average, my statisti have to bg
downsized for the reasons just mentioned.
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| consider prevalence of-3% a figure more
close to the reality of India. However, it do Y 4 5% a

appear that the incidence of vitiligo Ab L -
increasing slowly but steadily for reasons |
unknown; | can venture to say th o
pathogenesis of vitiligo is contributed to | v -
free radicals (adlasy Y a v
pollution, adulterated food and edible oi a 12

certain diets, stressful lif, and all of them m "o U A

contribute to the frequency of the disease.

Chapter 3.

General prevalence

The prevalence in the general populat 5 eyl
depends on various factors: -GY

1.Awareness of the patient and the doc]
l evel of patientos 1. . M ;
is influenced by th relatives, society on th i i «H
whol e, and t he V ( T e w7
psychological trauma.

2. Possibility of access to medical care; if . R
evident that in many remote areiaand there| 2- A
are a quite few ofhem in India, Africa ang M7 4 a z

Australia. There are no doctors and peog Ne M

by and large, are not concerned about tl b
color when there are many more serig A F b
diseases to deal with. Let us have a look 7

some reports from different parts of the wor

AFRICA: in Nigeria the rate quoted is 6 ‘ £ 1980 1983
for the period of 1980 1983. Approximately oA o o
70% were aged under 30. Again in Nigeria M 'S/A 19857(1?9;3 v 4
19858 1998, Benin City, only 3.2%ut of | /} }
351 dermatological cases, were vitiligo. 351° 17 3.29%

€l




INDIA: The first comprehensive study wz
done in Calcutta by Das et al., and they fol
a prevalence rate of 1:1000 iB.685 patients
In Saurashtra it was said to be 2 % in 400 s
patients. At the same time another aut
gives a prevalence of 1.13% in Surat.
Pondicherry the prevalence is quoted
2.6.%. Shajil says
is found to be 0£2.5% in India with high
prevalence of 8.8% in Gujarat and Rajastl
stateso.

BANGLADESH: Khan is right to say that th
incidence of vitiligo varies from country t
country; the prevalence in his country is 0.4

KUWAIT: While analyzing 10,000 patient:
Nanda has found that vitiligo is quitew
against Atopic Dermatitis.

KOREA. Ahn investigated Korean vitiligl
patients and healthy Korean volunteg
Compared to normal controls, patients w
lighter skin color had much lower prevalen
thantheaes with o6dar kel

SAUDI ARABIA: One paper quotes
prevalence of 5%.

EUROPE: A study done in older population
northern Europe revealed that vitiligo hac
prevalence ©1.2% against 2.9% of Psorias
A few years ago one author said that th
were 500.000 cases of vitiligo in the whc
UK. In Denmark, out of 47.033 cas|
examined, the prevalence of vitiligo wj
0.38%.

Chapter 4. Age at onset of

the disease

The age of onset of the disease has also |
the subject of many papers. Here again
observation made at the beginning of |
chapter is valid. | gote only a few authors.
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Onset at birth has been reported. Ha|
reports the mean age of 25 years. Cho ¢
that the mean onset age is 5.6 years. F
gives the mean age of 7 years. Handa in
study involving 182 elderly patients, found tf
mean age of 55. Bleheen, in the UK, says |
it is present before the age of 20, and this
become a sort of leitmotiv with other autho
who keep on quoting him without sayir
whether they themselves have donsuavey
in their country or not.

| have 4 cases of onset at birth, 8 case!
patients aged 80 and one patient a@&d

From all these papers, which, in many ca:s
are representative of a small number
patients, we conclude, in a more practi
and pragmatic way, by saying that the dise
can start at any age; in my series thehbg
incidence is in the age group of-20.

A detailed analysis of my data shows a p
for femalechild till the age of 17, after tha
t he mal e patientos

femde one. In brief, sex, religion, an
socioeconomic status do not seem to have
influence. Occupation, in some patients, i
precipitating factor, as we will see later on.

Chapter 5. Familial

incidence

The studies of the ltalian author Frati are
great interest: he has found a famil
incidence.

Alkhabeet writes about family in
nonMendelian pattern  suggestive of
multifactorial, polygenic inheritance. Son
Indian authors say that it is as high as 13.i
while others put it at 2.55% (Apte |
Mumbai). Such a considerable difference!
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In the 1930s and 1940s it was sustained
vitiligo is not hereditary. More recent authc
believe that there is a strong familial relatior

However, the majority of modern duairs have
drawn their conclusions basing on a sn
sample and the one limited to a particu
geographical area or community. There i
report in medical literature of vitiligo prese
in two diovular twins (= false twins). Furthe
there is a recordedcourrence of a differen
variety of vitiligo in two uniovular twins (5
true twins). There are cases of uniovular tw
where only one of the siblings was affected
vitiligo. | have recently came across ty

uniovular male twins aged 12; only one |-

them fas vitiligo and the otheéd even 3 years
later 8 does not show any sign of vitiligq
and another example of two female uniovy
twins: only one of them has vitiligo for
years. Alkhabeet says that there is a cer
genetic component, but the concordarufe
vitiligo in monozygotic twins is only 23%
indicating that a non genetic component als
pl ays an i mportant
on a case of vitiligo that developed in a f
year- old man 9 months after transplantati
from his identical sistewwho had had this
disease for several years. There are aut
who believe that childhood vitiligo is most
associated with family history.

My series, which is representative of alm
all Indian States, and a few hundred fr(
other parts of the world (Saudi Arabia, Dub
Muscat, South Africa, Italy, the UK and tf
USA), shows a low familial incidence, in fa
it works out at 2.94%, which is even low
that the prevalence quoted in geale
population in certain parts of India.
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However, | adhere to the opinion of congen
predisposition, which is not necessar
genetic, or if it is geneticit has to be g
polygenic inheritance, as suggested
Alkhabeet and other authors.

Chapter 6.

Precipitating factors

A large number of patients claim that t
disease appearedl or speadd from one
tiny patch to a wide pattern, after sevg
physical and / or mental stress. These
called oéprecipitati
not the cause of the disease, but induce
development. Stress, in this case, cannoi
consideredtodd t he O6causebd
rather a contributo
factor 6.

The list of precipitating factors is long@wean
be divided into four sections, such as:

1) Physiological

a) Menarche or first occurrence of mens
This could justify high incidence in youn
girls.

b) Pregnancy, delivery and menopause. In
these cases the female body undergoes si
and, moreover , there are certain hormg
changes. Oestrogens are known to incre
skin color; decreased level of these hormo
0 as it occurs during menopauée could
explain the increased rate of vijiti patcheg
in menopausal ladies.

2) Pathological

a) Parasities, like Helmints , Amoeba 3
Giardia Lamblia. It is rather evident th
intestnal parasites upset normal functioni
of the digestive system.
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b) Bacteria and fungi. Many young girls wi
vagina vitiligo have a history of a fung
infection called candidiasis. The same is t
in caseof penis glans vitiligo . Vitiligo is

known to be a consequence of Tin
Versicolor
(another fungal infection), which doq

interfere with melanogenesis.

c) Viral disease. | do hava number of case
where vitiligo developed in patien
previously affected by Herpes Zoster. Thi
are a few patients who have developed a w
patch on their lips after Herpes labialis.

d) Typhoid ferer, malaria, jaundice. Theg
diseases are stressful to such an extent
it is not surprising to have other disea:
arising as consequences of these major [
alterations.

e) Chronic gastritis and o level of gastric
acid have been found in some patients. H
we also can see impaired absorption
important and vital elements.

f) Hepatitis. The relation is not clear, thou
there are authors who Imle that the
evidence is compelling. A few years ago | n
a general practitioner who achieved gc
results in vitiligo control (if not cure) by usin
Essentiale, a liveprotector.

g) Thyropathies. This, in theory, can mg
vitiligo worse, as it has been explained earli

3) Psychological factors

Death of oneods deat
family unhappiness are all stressfofiten to
the extreme. In this case Interleukins |
involved and some clarifications will be give
later.
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The role of stress has been highlighted
various authors, however there is . ) 1z b
consensus ye Some of them say that stre [" AT TW w-
may alter the immune system and, herf T~ 4z~
plays an important role in precipitatif W
autoimmune diseases in patients predispq Fisher W o
to them. Fisher reports on a case of vitiligo o A

a consequence of persecution.

Several authors have reported on poor qus
of life in vitiligo patients. It is selevident that
vitiligo, or any other disfiguring diseas
would have a certain impact dnh e p ¢ a - R
life. This is more so in darkkinned| W 3 A
individuals, where any vitiligo patch shin{ T “ Kv
like a star; in India there is one more proble " s W
common people confuse vitiligo with lepro; ' 3 i

and this adds a certain amount of sci b - v LW
because | epsreosfyr ons [
have seen young girls forced to divor
because of this disease, and | have seen yi..
men contemplating suicide because they c(
not find a lifepartner.

<l
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4) Chemicallyinduced Vitiligo 4

A number of chemicals can be blamed
causing and/or precipitating a Vitiligo patch G W .

a patient who has a disptish to the disease o
Vitiligo due to paraertiary butylphenol wa:s R [ v
reported in 1971 from St Johns Hospital A 1971 . ) K
Dermatology in London and soon after thal -0 CQ

Germany by Rodermund who reported vitilif ¥ H ~ Rodermund  33’:

associated with hepatand splenomegaly an -0 ¢ N b e
goitre in thee patients working in a factol Ar

)

producing pardertiary butylphenol. Fron e ' ~ M #g

then on, a number of authors have foun
causal relation between a form of chemi
vitiligo, indistinguishable  from  vitiligo
vulgaris, and pargertiary butylphenol.

>

Various dyes have been reported to cg
vitiligo, such as:




1Azo dye in Alta; Alta is a scarletd
solution used by Indian women as a cosm
colorant for their feet.

2 Hair dye.

3.Rubber, in various industries, ty
assemblers, in particular, as they often ¢
with a rubber antioxidant. Rubber footwe
has been also blamed for chemical vitiligo.
these cases chemicals have been identifie
typical allergenic accelerators in childrel
rubber shoes, ladies' rubber boots and la«
canvas shoes. Rubber and plastiappals are
a welkknown cause of vitiligo in India.

Therefore, a possibility of penis vitilig
development can be, in part, due to rub
condoms at least in patients who a
predisposed to vitiligo. The same can be ¢
about contact with plastic purses and pla|
glassframes.

4. Cinnamic aldehyde in toothpaste and
adhesie used to stick Bindi. Epoxy resin
dental acrylic materials. Nickel gives rise
contact dermatitis manifested as vitiligo.

5. A large number of drugs have beg
associated with vitiligo:

a) Chloroquine.

b) Hydroquinone, present inphotograpl
developer, and monobenzone.

c) Alphainterferon, used in treatment |
active hepatitis C.

d) Even corticosteroids have been blamed
it is common gperiencei | have 19 such
cases of chemical vitiligo developed af
extensive and lonterm use of Betnovat
cream.

e) Levodopa used in

disease.
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f) Beta blockirg drugs (such as Atenolol) ma
exacerbate vitiligo

h) Proton Pump inhibitors, such as Lansopl
used to treat gastric problems.

Chlorineinduced Vitiligo is not a rarity
Chlorine is found in excessén swimming
pools which are not scientifically purified ar
maintained; | have three young girls and {|
boys®d without family history of vitiligod
who clearly ascribe the development
vitligo  to the swimming pool used ©
daily basis for 23 months.A patient of mine
attributed his vitiligo of lips to Alum, used t
clean teeth!

Alum was used as a base in skin whiter
during the late 16thentury.

Ghosh et.al. have recently done an interes
and detailed study of some of the chemig
known to cause leukoderma, and individu
at risk. They list among others: hair dys
deodorants / perfumes, adhesives (bin
rubker sandals, black socks / shoes, eyelin
lipliners, rubber condoms, lipsticks, cudd
toys, toothpaste, and insecticides.

Most common andgenerally used item
include:

Rubbergloves12%

Lubricants and motor 0il8.8%

Detergent$.3%

Printing ink3.6%

Chemical laboratory agents5%
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Every dermatologist in India has coraeross
a vitiligo patch localized on the left breast
some women: often ladies hide th
moneypurses in the brassiere. Vitiligo due
Bindi (the beauty spot Indian ladies like
wear in the middle of the forehead)
common experience, and when pate are
told to avoid it, not all of them agree becal
of pressure from relatives and -laws:
married young girls in Maharashtra have
wear a Bindi.

Patients often ask:
white patches?0 Wel
the course of this disease; in a good numbe
patientsi as | have noted the disease goeg
on for 34 years and then #ettles down, with
one or two stubborn patches and the clears
of the others, but there are patients in wh
the disease has certain periods of stability
then suddenly starts increasing. And there
patientsi very few indeedd who gradually
and hevitably turn completely white, some
them porcelairwhite, others white similar to
Caucasian skin color. The natural course
vitiligo is unpredictable.

Chapter 7. Treatment and

management. Introduction

Treating vitiligo is not always easy ai
sometimes it is an
the attending doctor, the patieantd his/her,
family. Both, the patient and the doctor hg
to appreciate the difficulty, as this disease |
complex one, so is its treatment, moreoy
though it looks like one disease, in real
there are various forms of the same dise
and they ped to be treated differently. It is n
only a question of tablets and creams, m(
and psychological support are also neede
well as the will and confidence, on the part
the patient, that cure is possible.
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Nothing boosts the moral of the patient li
some fast changes. If the patient does
see any noticeable changes afte3 thonths

of therapy, he/she is bound to get discoura

and discontinue the therapy.

As there are various forms of the diseg
treatment cannot be uniformly the san
human face and hands cannot be treatitil
the same creams, as we will see later on.

Vitiligo requires much motivation in th
patient because treatment is sometimes |
and demanding; sun exposure is not alw
possible, in women in particular, gnidence,
the major component of the treatment
missing. Dietary restrictions are not alwg
possible, especially for those who live in
hostel or a boarding school.

Chapter 8. Treatment and

management

First of all, let us have a critical look |
various types of treatment and after that | v
express my opinion and make sol
suggestions.

1. Steroids. Eithelocally or orally have bee|
suggested. Steroids alone are not cural
they are used only for one purpose: to stop
inflammation, which is often present
vitiligo, and suppress antibodies (if presel
but taken alone they do not cure the dise|
However, steroids along with my treatme
have given good results as | will describe Ig
on. Steroids applied as creams/lotions do (
good results, but cannot be used for too I
because of their side effects like thinning
the skin, stretch marketc.
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2. PUVA. PUVA stands for Psoraler
Ultraviolet light A, while PUVASOL mean;
Psoralen+Surght. Psoralens have been us
in India, by elMofty the Ayurveda doctor:
from times immemorial. During the late 195
American dermatologists, started usi
Psoralens and soon they realized that
beneficial effects of Psoralens were enhan
by exposing the patient to sunlight for 12
minutes after the intake of a psoralen tah
PUVA does have some common side effe
and some rare ones. Common side eff
include liver damage and cataract.

TREATMENT

After trying, for years, Psoralens and otl
modalitiesd with disappointing result$ |

went insearch of other formd treatment. In
1983 | came across the studies of Frati, v
proposed the theory
and showed the importance of Vitamin B6
Vitiligo. At the same time | made aware that
a leprosyhospital in Andhra Pradesl
Dapsone was being usedor leprosy
treatment.The importance of Copp&r as a
component of Tyrosinase enzyrde and Iron
have been highlighted by many authors.
research worker, Prota, has written extensiy
on the role of Peroxidase. Putting together
this information and deas | worked out i
protocol, which is included into my book, al
is available now from me, but soon can
also purchased through the Internet.
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SUGGESTION FOR TREATING VARIOUS

AREAS OF THE BODY

Face: Hydrocortisone butirate 0.1% should
applied in the morning folloed by an

exposure to sunlight and also at bed time. | ~

works well, both in children and adults. If th
does not work, you can try TACROLIMU
0.1% (not 0.03%) in the morning plus sunlig
and again at bed time.

Neck: | advise the same as above.

Body: Daivonex and UVB should give goc

results. You can also try Tacrolimus wi -

NBUVB.

Arms: Clobetasol along #in Salicylic acid|.:.
4% can give good results, but should not|™

used for more than-2 months. Results af
better with NBUVB along with Clobetasol.

Fingers and toes are difficult to treat, but |
still working on it and | hope to give you
different modality of treatment soon: in abg

3-4 months | will be able to offer you ¢ .

effective treatment for these difficult areg
Surgery is the last resort.

| prefer free skin grafting, which give
good/acceptable results. Punch graft

proved to be good, if the area is small, but j

not good for big patches and at any rate

results depend a lot on the experience |-

technique capability of the surgeon.

Melanocytes transfef whether cultured o
non cultured melanocytdsis a good choice
but it does not come cheap, a laboratory
required as well as specialized personnel.
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Concluding remarks

The pathogenesis of vitiligo is still a puzz
awaiting a solution.

Recent research has demonstrated lacung
each of the hypotheses so far proposi
Therefore, a unifying theory that takes ir
account older hypotheses and contempo
findings about the role of-gell, cytokines,
Langerhans cells and various other factors
needed. Segmental vitligo most like
represents a localized form; chemical vitilig
is an entity in itself, so is the Palmptantar
vitiligo, so often noticed in India.

Treatment should be aimed at correcting
di sorder more than

many years, 24 or so, | have tried a gr
number of therapies and finally have made
choices and followed my protocol; but | g
still open to new suggestis. With my
protocol the results are excellent in ab
80 % of patients, provided that they follow ¢
of the instructions, including sun exposure.

There are some failures, like in any branch
medicine. There are patients who do not s¢
to respond to any therapy and this is
drawback that stimulates us to continue |
study and try new avenues. It is a fact
even though the disease appearset@ie ang
the same, there are certain varieties,
segmental and palmgantar ones, thg
require a different treatment.

The pat-operaticn arsl higher will tg
cure is extremely important. | can say tf
today there are thousands of patients \
have taken my treatment faithfully and &
totally cured. So, there is a hope, there i
treatment; both patients and doctors must
willing to follow the instructions religiously
and 6be patiento. . .
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Surgery, related to vitiligo, is an interesti
development and many dermatosogs are
trying to improve on old procedures, wh|
exploring new paths. Today, dermatosurge
have a wide choice of procedures, |
training, experience and  approprig
equipment (for some procedures) are requ
to achieve good results. However, whah
is said and done, surgery is not the fi
choice, and this should be clear to the dog
and explained to the patient. | have seen, (
the years that medical treatmeht in those
patients who respond to @& gives the bes
results in color matchingyhich surgery car
hardly ever achieve. That is why, whi
patients come to me requesting a surg
intervention, | insist on trying a medic|
approach first. If, after 6 months or so, 1
medical treatment does not give a
significant results, then andnly then do |
suggest a surgery.
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About Prof. Torello Lotti,

MD

Prof.Lotti is Full Professor and Chairman
the Dermatology and Venereology Division
the University of Florence School
Medicine, Florence, Italy.

He graduated in Medicine and Surgery ¢
laude in 1978 from the University of Floren
School of Medicine, Florence, Italy. H
completed residencies in Dermatology &
Venereology (cum laude) in 1981 at the sg
School. He postgraduatedh 1198384 as
Resident Medical Doctor at the Dermatolo
Institute, London, UK. He is currently Fu
Professor of Dermatology, Dept. of Critic
Medical Surgical Area, University ¢
Florence, ltaly, and Chair, Resident Progr
in Dermatology, University offlorence, Italy

The fields of his principal scientifi
investications are  Neuropeptides, Vitilige
Vasculitis, Psoriasis, Cosmetic Dermatolo
Dermatologic Fisiotherapy.

He is visiting at: Thomas Jefferson Universi
Philadelphia (PA, USA), Charles Universi
(Prague, Czech Republic), Bowman Grg
University (NC, USA), University of
Louisville (KY, USA), Medical University of
South Carolina (SC, USA).

His past activitiesin serving Dermatology
have been numerous, among which :
PastPresident of the Italian Society |
Dermatology and Venereology (SIDeMaST
20092010) and the Past President of |
International Society of Dermatology ( ISI
20092010)
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President of the European Society
Cosmetic and Aesthetic  Dermatoloi
(20032004)

Editor in Chief of the Journal of the Europe
Academy of Dermatology and Veneregy
(19922002)

President of the 13th Congress of 1
European Academy of Dermatology a
Venereology (2004)

Chairman Congress Forum of the Amerig
Academy of Dermatology (1992006)

Editor in Chief, APyr

Chief Editor of the Giornale Italiano ¢
Dermatologia e Venereologia ( 262020 )

Section Editor i De
2007

Regarding scientific publications, he ha
authored 1054 papers (393 peer reviey
articles, 288 books chapters, 363 abstracts)
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All information is intended for your gener
knowledge only and is not a substitute |
medical adice or treatment for specifi
medical conditions. You should seek pron
medical care for any specific health issues
consult your physician or health practition
Users are warned against changing

aspects of their treatment, diet or lifesty

basel on this information without firs|

consulting a registered medical practition
VRF makes no warranty as to the reliabili
accuracy, timeliness, usefulness
completeness of the content which refl|
personal opinion of the authors.
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About Prof. Antonio Salafia, Antonio Salafia

MD MD

Prof. Antonio Salafia graduated from Antonio Salafia v

St . Johns L CMegeinBamghlore |\ 3 by [y We 3z
and soon afterwentto Mumbaitowork on G b A
ahonorary basis, ata NGO dedicated to A Rui J. Fernandez
leprosypatients. InBombayhe studied n 3 4 * DrJShah 1 3
Dermatology for 4 years under Prof. Rui A1983 "~ w3 3 O
J.Fernandez, and Plastic Surgery under N [ Istituto
Dr.J.Shah.In1983wenttothels tituto Dermatopaticodell'lmmacolata ~ N
Der matopatico del I It [ C.Frati N ~ N D 37
Rome, for a stage in advanced G A 1981 ~ Vimala
Dermatology. There he gotin touch with T ~ VvDC Y A
Dr. C. Frati who passed onto him his ' Salafia 4 3, Dr.J.Shah
experience with Vitiligo. In 1981 the " A1984 Tt = %" E.
Vimala Dermatological Centre (VDC) | Morelli, 3 N G.
started reconstructive surgery for Brundli 3 At N
leprosy patients; Prof. Salafia joined t vbc' b ADr.J.Shaht WDC
asassistanttoDr.J.Shah.Againin1984 w ~ Salafia N
he went Italy to study Hand -surgery M y+A VDC Wae 3
under Prof. E. Morell, and T A

microsurgery with Prof. G. Brunelli.

On his return he continued his work as
assistant surgeon at VDC. As Dr. Sh  ah
retired from VDC, Prof. Salafia took
over as reconstructive surgeon, while
carrying on his duties as
dermatologist. The VDC is first and
foremost a referral centre for leprosy
patients.




Over the years the VDC has becol
well-known in and around Mumbai for i
SkinrOPD and it was here that Prof. Salg
started experimenting with new cres. and
lotions for Vitiligo; gradually the protocal
based on Dapsone, Vitamin B6 and Folic A
was refined and noiv for many years since
this has the standard treatment for Vitiligo
VDC.
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All information is intended for your gener
knowledge only and is not a substitute |
medical advice or treatment for speci
medical conditions. You should seek pron
medical care for any specifieealth issues an
consult your physician or health practition
Users are warned against changing

aspects of their treatment, diet or lifesty
based on this information without fir
consulting a registered medical practition
VRF makes no guaraee as to the reliability
accuracy, timeliness, usefulness
completeness of the content which refl|
personal opinion of the authors.
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25 June

Over 100 million of people suffer from th
skin disease daily, but there is no cure in sif
With focus on collaboration efforts, we c;
bring that number closer to zero.

Take action today and urge the UN Secrel
0 General to prioritize multilateral efforts i
healthcare and education for this negled
disease.

Please go to
25June.org
and signhe petition

Sponsored by VR Foundation,
supported by World Health Academy
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1. How vitiligo were classfied in clinics
Chinese version and others

2. Mucusal vitiligo, a singléorm or a part of
acrafacial vitiligo?

3. The role of oxidative stress and antioxidg
in vitiligo.

4. |s vitamin C restrained from intake?

5. What antioxidants has been doented in
the successful treatment of vitilifo?

6. Premature hair greying? Any relationsh
with vitiligo?

7. Acral vitiligo treatment, why difficult and
how to improve the efficacy?

8. How vitiligo affects a patient's quanlity ¢
life in Chinese? In the case of young patiel
how the conditions affect their parents?

9. How traditional Chinese medicine evalui
and treat vitiligo?

10. vitiligo and other cemorbidities, what
should be in mind when diagnosing a vitili
patient?

10.
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